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To the Editor:
The results of Flachs and Rasmussen are puzzling to us. The EMIT5 Phenytoin assay requires at least 8 mg of HPPH per liter to produce a 30% elevation of the result. In practice, the last four commercial lots of the EMIT phenytoin assay require 13 to 100mg of HPPH per liter to give the 30% elevation, and, as the authors point out, serum from nonuremic patients usually has <5 mgfL. It has also been reported that glucuronide-conjugated HPPH [concentrationj may be as much as 10 times higher in uremic patients.
"In contrast, in the uremic patient the plasma concentration of unconjugated HPPH is comparable to that in non-uremic patients" (1).
While it has not been possible to determine the cross reactivity of HPPH glucuronide in the EMIT assay, since the material has never to our knowledge been isolated or prepared, it seems clear to us that this material must cross react in the assay to a far lesser degree than HPPH itself. The antibody for the EMIT assay is prepared from an antigen in which phenytoin is derivatized at a ring nitrogen, and it would seem obvious that addition of the bulky glucuronide moiety to the para position of the phenyl ring would markedly interfere with antibody binding.
The degree of discrepancy reported in the three samples therefore cannot readily be explained by cross reactivity to HPPH in the EMIT phenytoin assay. In attempting to explain discrepancies between any two methods, it would seem logical to carefully investigate contributing factors in both methodologies. 
